Background: Physical exercise has been used to mitigate the metabolic effects of diabetes mellitus. Objective: To evaluate the effect of resistance exercise when compared to aerobic exercise without insulin therapy on metabolic and clinical outcomes in patients with type 2 diabetes mellitus. Methods: Papers were searched on the databases MEDLINE/PubMed, CINAHL, SPORTDiscus, LILACS, and SCIELO, without language or date of publication limits. Clinical trials that compared resistance exercise to aerobic exercise in adults with type 2 diabetes mellitus who did not use insulin therapy were included. The quality of evidence and risk of bias were assessed using the GRADE system and the Cochrane Risk of Bias tool, respectively. Meta-analysis was also used, whenever possible. Two reviewers extracted the data independently. Eight eligible articles were included in this study, with a total of 336 individuals, with a mean age of 48---58 years. The protocols of aerobic and resistance exercise varied in duration from eight to 22 weeks, 30---60 min/day, three to five times/week. Results: Overall the available evidence came from a very low quality of evidence and there was an increase in Maximal oxygen consumption (mean difference: −2.86; 95% CI: −3.90 to −1.81; random effect) for the resistance exercise and no difference was found in Glycated hemoglobin, Body mass index, High-density lipoprotein cholesterol, Low-density lipoprotein cholesterol, triglycerides, and total cholesterol. Conclusions: Resistance exercise appears to be more effective in promoting an increase in Maximal oxygen consumption in protocols longer than 12 weeks and there is no difference in the control of glycemic and lipid levels between the two types of exercise.
Introduction
Increasing life expectancy associated with a change in lifestyle contributed to the prevalence of chronic degenerative diseases, especially diabetes mellitus (DM). Data from the International Diabetes Federation 1 estimate that more than 387 million people worldwide are diagnosed with this disease and by 2035 this number will rise to 592 million people. About 90% of the population with DM is affected by type 2 form. 1 The relationship between regular physical activity, a proper diet, and restriction in the use of tobacco and alcohol is being increasingly discussed and scientifically analyzed to improve the quality of life of this population. There is already a consensus that physical activity has positive effects on prevention and/or maintenance of glycemic control and on the cardiovascular risk factors in this type of patient. 2, 3 In this sense, there are systematic reviews that compare resistance exercise versus control and aerobic exercise versus control, highlighting controversies about the benefits provided by each mode. 4---10 One review 10 evaluated the difference between aerobic and resistance exercises in this population; however, the inclusion criteria allowed the entry of papers that used insulin therapy. This fact may have introduced unreliability in the result, as the medication interferes with the patient's response to exercise not only by promoting normalization of glycemic levels but also of all metabolic aspects of diabetes.
Given the above, this systematic review aims to evaluate, through the GRADE system, 11 the quality of the evidence of the published clinical trials investigating the effectiveness of resistance exercise when compared to aerobic exercise on clinical and metabolic outcomes in adults with type 2 DM who did not use insulin therapy during the studies. In addition, this review aims to investigate the prescribed exercise protocols with respect to frequency, intensity, and duration to guide evidence-based practice.
Methods

Data sources and searches
For this systematic review, searches were conducted in the electronic databases MEDLINE/PubMed (1966 ---April/2016), CINAHL (1981 ---April/2016), SPORTDiscus (1985 ---April/2016), LILACS (1986 ---April/2016), and SciELO (1998 ---April/2016). There were no restrictions to language or time of publication, and the search strategies for each database (presented on the Table of Appendix A) took into account their specific descriptors through the Medical Subject Headings (MeSH), CINAHL Subject Headings, and Health Sciences Descriptors (DeCS). In addition, we screened from the reference lists of the eligible trials.
Study selection
The articles selected for a more specific analysis included randomized controlled clinical trials published as full papers, studies that involved patients with type 2 DM over 19 years old, and articles which compared resistance exercise against aerobic exercise through a structured protocol with detailed description of both modalities.
The following were considered as primary outcomes: long-term glycemic control assessed by glycated hemoglobin (HbA1c) or short-term glycemic control assessed through postprandial or fasting blood glucose (FBG) concentration; cardiorespiratory fitness through maximal oxygen consumption (VO 2max ); and body mass index (BMI). As secondary outcomes, we considered blood lipid profile [total cholesterol, high-density lipoprotein cholesterol (HDL), lowdensity lipoprotein cholesterol (LDL), triglycerides] and the presence of adverse effects such as episodes of hypoglycemia, muscle fatigue, and mortality.
The following types of documents were excluded: letters, editorials, extended abstracts, studies that included patients with ulceration, skin lesions and/or rheumatic disease, the presence of chronic conditions, as well as patients with gestational diabetes and type 1 DM. Studies which involved prior or on-going insulin therapy, change in the use of corticosteroids, oral hypoglycemic drugs, or any kind of hypoglycemic diet two months before the start of the exercise protocol were also excluded.
Data extraction and quality assessment
The searches, data collection, and content analysis of the selected studies were performed by two independent reviewers (CSN and KA), and the differences were discussed by a third evaluator (SRAM) using an eligibility criteria of a previously established protocol for the elaboration of the systematic review.
The quality of evidence for the outcomes HbA1, VO 2max , BMI, total cholesterol, HDL, LDL, and triglycerides was assessed using the GRADE system and presented through the Summary of Findings Table (Table 1 ). The GRADE proposal classifies the level of evidence as high, moderate, low, or very low considering five factors that can affect the quality of the evidence of the outcomes of a clinical trial: design, risk of bias, inconsistency, indirectness, and imprecision.
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A review of the evidence for each factor followed the subsequent classification: no (no reduction in points), serious (reduction of 1 point), and very serious (reduction of 2 points), 12 being scored by reviewers according to the interference biases detected in these items.
For the specific GRADE item 'risk of bias', the Cochrane Collaboration's risk of bias tool was used, which takes into consideration the items: randomization, allocation concealment, blinding, loss to follow up, selective outcome reporting, and early stopping of trials. The established guidelines to assess the risk of bias were high, low, or unclear. 13 Risk was considered high when the item was not fulfilled, when the method by which the item was carried out was not reported, or when the method was not valid.
14 Low risk of bias was considered when the item was fulfilled and reported inadequately, 15 and unclear risk of bias when the available information was insufficient for a high or low risk of bias account is made, when information about the conduct was sufficient, but the risk of bias was really unknown, or when the analyzed item did not apply to the study in question. CI, confidence interval; MD, mean difference. * The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). a The randomization was not described in four studies. The allocation concealment was not clear in five studies. There was no blinding for the outcome assessment in four studies, no blinding of participants and personnel in five studies, and incomplete outcome data in two studies. Final decision: we rated down one level for study limitation.
b Although homogeneity is observed in the statistical tests (p > 0.05 and I 2 = 0%), the exercise protocols differ between the studies. Final decision: we rated down one level for study limitation.
c The outcome is considered substitute. Final decision: we rated down one level for study limitation. d The confidence interval reached the null effect. Final decision: we rated down one level for study limitation. e The randomization was not described in two studies. The allocation concealment was not clear in three studies. There was no blinding for the outcome assessment in two studies, no blinding of participants and personnel in five studies, and incomplete outcome data in two studies. Final decision: we rated down one level for study limitation.
f The sample size did not reach the optimal information size and the confidence interval did not reach the null effect. Final decision: we rated down one level for study limitation. g The sample size did not reach the optimal information size and the confidence interval reached the null effect. Final decision: we rated down two levels for study limitation. h The randomization was not described in three studies. The allocation concealment was not clear in four studies. There was no blinding for the outcome assessment in three studies, no blinding of participants and personnel in four studies, and incomplete outcome data in one study. Final decision: we rated down one level for study limitation.
i The heterogeneity index was 57% and the exercise protocols differed between the studies. Final decision: we rated down two levels for study limitation. j The randomization was not described in two studies. The allocation concealment was not clear in three studies. There was no blinding for the outcome assessment in two studies, no blinding of participants and personnel in three studies, and incomplete outcome data in one study. Final decision: we rated down one level for study limitation.
k The randomization was not described in three studies. The allocation concealment was not clear in four studies. There was no blinding for the outcome assessment in three studies, no blinding of participants and personnel in three studies, and incomplete outcome data in one study. Final decision: we rated down one level for study limitation.
l The randomization was not described in two studies. The allocation concealment was not clear in three studies. There was no blinding for the outcome assessment in two studies, no blinding of participants and personnel in three studies, and incomplete outcome data in one study. Final decision: we rated down one level for study limitation.
Data synthesis and analysis
The statistical analysis was performed using the Review Manager Software (RevMan) version 5.3 (Copenhagen: The Nordic Cochrane Centre, The Cochrane Collaboration, 2014). The data were typed independently by two reviewers and subsequently compared. A meta-analysis was performed of all primary outcomes and most of the pre-defined secondary ones. A subgroup analysis of the studies was carried out according to the duration of the protocol, from eight to 20 weeks and 21---48 weeks. The homogeneity of the studies was determined through the test of heterogeneity. Studies were considered homogeneous when p assumed a value greater than 0.05 and the heterogeneity index (I 2 ) was classified as low (heterogeneity values up to 30%). A meta-analysis of random effect was used considering that the studies were not functionally equivalent and that the effect size varied across populations.
Results
Of the 1576 articles found, 25 were selected for full-text evaluation and of those only 16 clinical trials 17---32 were eligible for review ( Fig. 1) .
One article 17 belonging to a group of clinical trials called Diabetes Aerobic and Resistance Exercise (DARE) yielded five publications, 19, 21, 23, 24, 26 which reported results of different parameters. The same was observed between the studies of Arora et al. 18 and Shenoy et al., 20 in studies by Jorge et al. 25 and De Oliveira et al., 29 and between those of Bacchi et al. 28 and Bacchi et al. 32 As they used basal data from the same sample and the same methodology, these publications were considered in the review as results of the articles that originated them. 17, 18, 25, 28 Thus, of the 16 papers published, only eight 17, 18, 22, 25, 27, 28, 30, 31 studies are cited in the final review.
Description of studies
A total of 336 diabetic patients of both genders were evaluated. The studies were performed in Brazil, Canada, South Korea, Greece, India, Iran, Italy, and the USA. The predominant ethnicity was non-Hispanic white. The studies involved participants with an average age per group between 48 and 58 years and time of diagnosis of diabetes of one year or longer. The main criteria for inclusion consisted of sedentary individuals with DM type 2 for more than six months and who presented HbA1c between 6.5 and 11%. The reasons for exclusion and more details about the features of the studies are arranged in Table 2 .
Characteristics of interventions
In relation to the aerobic exercises, walking was the predominant form, followed by exercise on a bike ergometer and cycle ergometer. While in the resistance exercises, the most widely used was resistance training of the major muscle groups. The protocols ranged from eight to 48 weeks lasting 20---60 min/day, two to five times per week (Table 3) .
Of the eight studies included, one 17 (published in 19, 21, 23, 26 ) did not report comparisons between resistance and aerobic groups.
Assessment of risk of bias
Four studies showed increased risk of bias 18, 22, 25, 31 for not describing the process of randomization, allocation, and if there was blinding of participants, trainers, and assessors (presented in the Figure of Appendix A). Articles related to the same group as represented by (1) Arora et al. 18 and Shenoy et al. 20 ; (2) Bacchi et al. 28 and Bacchi et al. 32 ; (3) Jorge et al. 25 and De Oliveira et al. 29 ; and (4) Sigal et al. 17 (in the following publications 19, 21, 23, 24, 26 ) only differed with regard to the bias of incomplete results and selective description.
Assessor blinding was conducted in only four studies 17, 27, 28, 30 (in five publications 19, 21, 23, 24, 26 ). As for the bias of incomplete data, two articles 17, 22 (in one publication 26 ) did not describe whether there were losses or exclusions. However, those that did report incomplete data described them mostly as a result of lack of attendance, presence of negative results in laboratory and/or diagnostic tests, time constraints, or personal reasons not favoring the risk of incomplete data bias. None of the authors described that they performed an intention-to-treat analysis, and this was not observed in the articles. Another prominent point refers to the sample size calculation, which was not performed in any of the included studies.
Measurement of outcomes
It was possible to perform five meta-analyses involving the outcomes HbA1c, VO 2max , BMI, HDL, LDL, triglycerides, and total cholesterol, according to subgroups (eight to 20 weeks and 21---48 weeks) proposed in the Methods section. In relation to glycated hemoglobin (HbA1c), there was very low-quality evidence (downgraded due to risk of bias, inconsistency, indirectness, and imprecision) of lack of difference between the aerobic and resistance groups in both subgroups [seven studies 17, 18, 22, 25, 27, 30, 31 ; 276 adults; difference in average % of 0.10; 95% CI: −0.15 to 0.34; random effect] (Fig. 2) . One study 28 showed the mean difference between the baseline and final values for each group with the confidence interval (aerobic group: MD: −0.4; 95% CI: −0.61 to −0.18; resistance group: MD: −0.35; 95% CI: −0.59 to −0.10).
Regarding VO 2max , there was very low quality evidence (downgraded due to risk of bias, inconsistency, indirectness, and imprecision) of an increase of 2.86 (ml/kg min) in favor of resistance exercise [five studies 17, 25, 27, 30, 31 ; 247 adults; average difference in ml/kg min of −2.86; 95% CI: −3.90 to −1.81; random effect] (Fig. 2) . One study 28 showed the mean difference between the baseline and final for each group with the confidence interval (aerobic group: MD: 4.0; 95% CI: 2.7---5.3; resistance group: MD: 2.1; 95% CI: 0.6---3.5).
There was no difference in relation to BMI between the aerobic and resistance groups, from very low-quality evidence (downgraded due to risk of bias, inconsistency, indirectness, and imprecision) [seven studies 17, 18, 22, 25, 27, 30, 31 ; 293 adults; average difference in kg/m 2 0.75; 95% CI: −0.20 to 1.69; random effect] (Fig. 2) . One study 28 showed the mean difference between the baseline and final values for HDL values did not differ between the aerobic and resistance groups, from very low-quality evidence (downgraded due to risk of bias, inconsistency, indirectness, and imprecision) [five studies 17, 18, 25, 27, 30, 31 ; 267 adults; average difference in ml/kg min of −0.36; 95% CI: −0.78 to 0.05; random effect] (Fig. 2) . One study 28 showed the mean difference between the baseline and final values for each group with the confidence interval (aerobic group: MD: 2.9; 95% CI: −0.28 to 6.1; resistance group: MD: 1.3; 95% CI: −1.1 to 3.8).
With regard to LDL values, there was very low-quality evidence (downgraded due to risk of bias, inconsistency, indirectness, and imprecision) of no difference between aerobic and resistance groups [five studies 17, 25, 27, 30, 31 ; 248 adults; average difference in mg/dl of −2.71; 95% CI: −13.15 to 7.73; random effect] (Fig. 2) . One study 28 showed the mean difference between the baseline and final values for each group with the confidence interval (aerobic group: MD: 1.8; 95% CI: −9.9 to 13.5; resistance group: MD: 2.3; 95% CI: −4.5 to 9.2).
The rate of triglycerides, from a very low-quality evidence (downgraded due to risk of bias, inconsistency, indirectness, and imprecision), did not differ between the aerobic and resistance groups [six studies 17, 18, 25, 27, 30, 31 ; 267 adults; average difference in mg/dl of 2.37; 95% CI: −12.96 to 17.70; random effect] (Fig. 2) . One study 28 showed the mean difference between the baseline and final for each group with the confidence interval (aerobic group: MD: −27.8; 95% CI: −57.5 to 1.7; resistance group: MD: −23.9; 95% CI: −49.5 to 1.6).
As for total cholesterol, there was very low-quality evidence (downgraded due to risk of bias, inconsistency, indirectness and imprecision) of no difference between the groups [five studies 17, 18, 27, 30, 31 ; 243 adults; mean difference in mg/dl of −4.43; 95% CI: −14.74 to 5.87; random effect] (Fig. 2) . One study 28 showed the mean difference between the baseline and final values for each group with the confidence interval (aerobic group: MD: −0.8; 95% CI: −15.8 to 14.1; resistance group: MD: −0.7; 95% CI: −8.5 to 7.1).
For all the outcomes mentioned above, one study 28 was not included in the meta-analysis because it reported the data by mean change and confidence interval. It was not possible to calculate the standard deviation of the final values because the sample size varied from the baseline.
Only five studies 17, 27, 28, 30, 31 mentioned the presence of adverse effects during the design of the study. Sigal et al. 17 did not report such effects. However, the others reported transient hypoglycemia during physical training, hypoglycemic events, musculoskeletal pain, and need for insulin therapy during the study. Only one of the studies 17 reported that the data were not different between the groups (RR = 0.94; 95% CI: 0.25---3.58).
Discussion
This meta-analysis rated the quality of evidence of the outcomes according to the GRADE system. Therefore, from a very low quality of evidence, the results of this systematic review indicate that the evidence regarding the effectiveness of resistance exercise compared to aerobic without insulin therapy in patients with type 2 DM showed no difference in values of HbA1c, BMI, HDL, LDL, total cholesterol, and triglycerides. However, there was an increase in VO 2max , favoring patients who performed resistance exercise.
This positive result for VO 2 in the patients who did resistance exercise corroborates the hypothesis that variations in VO 2 tend to be associated with the intensity of exercise. 33 This is due to a series of circulatory adjustments in response to an increase in cardiac demand, which contributes to greater transport of O 2 and an increase in its use at the level of the skeletal muscle. 31, 34 However, given that this evidence is from very low-quality evidence, the interpretation should be analyzed with caution.
It is worth pointing out that, in four studies, 18, 22, 25, 31 most of the items were compromised since no allocation concealment or masking was described, in addition to failing to perform adequate randomization, which can affect the 6.66 0.9 Jorge et al. [25] Ku et al. [22] Ku et al. [22] Moe et al. [27] Subtotal (95% CI) Jorge et al. [25] Jorge et al. [25] Moe et al. [27] Moe et al. [27] Subtotal (95% CI) Subtotal (95% CI) Heterogeneity: Tau Test for overall effect: Z = 1.48 (P = 0.14)
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Test for overall effect: Z = 1.55 (P = 0.12) Test for subgroup differences: Chi 2 = 0.39, df = 1 (P = 0.53), l 2 = 0% Kadoglou et a1. [30] Sigal et al. [17] Yavari et al. [31] Kadoglou et a1. [30] Sigal et al. [17] Yavari et al. [31] Kadoglou et a1. [30] Sigal et al. [17] Yavari et al. [31] Total (95% Cl) findings. 35 In addition, some studies showed attrition bias, which may also overestimate the treatment. Intention-totreat analysis was not mentioned in any of the articles. Its presence maintains the similarity of the allocated groups, and its absence may overestimate the clinical effect of treatment. 36 One of these studies 22 reported in its conclusion that, during the process of randomization, patients with better insulin sensitivity tended to be assigned to the aerobic group, possibly influencing the results by methodological negligence that caused a selection bias.
On the other hand, in studies using exercise as the intervention, the blinding of participants and trainers is unfeasible, which characterizes a bias of conduction and execution, but it could be minimized by the blinding of the evaluators. However, this procedure was only carried out in four studies. 17, 27, 28, 30 It should be noted that, in addition to all the bias detected, only one study 17 presented sample size calculation. Therefore, it is questionable whether there was enough sample power in the other studies to reveal differences between the results. However, this study 17 mentioned that it was not designed to compare the aerobic and resistance groups and reported the need for a larger sample, which highlights the low sample power of this population.
Another point of emphasis is the pre-training stage established in the studies of the DARE group. 17 As this group established a previous training of four weeks of aerobic exercise for all participants of the test, this may have promoted a pre-screening of participants, generating a selection bias. Because only participants with the best performance attributes were selected to enter the final study sample, the data may not reflect reliable results, making an extrapolation to clinical practice difficult.
In relation to the other outcomes, it would be expected that resistance exercise, when compared to aerobic exercise, would significantly lower HbA1c values, because resistance training causes a greater absorption of glucose at the cellular level, thereby reducing hyperglycemia 37---39 and additionally an increase in the BMI values due to increased lean body mass. 40 Furthermore, resistance exercise would be expected to lower the risk of abnormalities related to lipid profile through HDL, LDL, total cholesterol, and triglycerides that are associated with the metabolic syndrome. 5, 40 However, such results were not observed, possibly due to the bias found among the studies as mentioned above.
Regarding the protocols used in the studies, there was variation in some parameters, however most studies used a duration between eight to 20 and 21---48 weeks. The aerobic protocols included walking or cycling exercises at a frequency of three to five times per week with 30 sessions lasting 45 or 60 min each. The resistance exercise protocols had a frequency of two, three or five times per week with 45-or 60-min sessions. Furthermore, the limited number of studies did not allow a sensitivity analysis or meta-regression to assess the possibility of dose-response effects of exercise.
Conclusion
Based on very low-quality of evidence, resistance exercise, compared to aerobic exercise in protocols with duration longer than 12 weeks, appears to be effective in promoting an increase in VO 2max in diabetic patients. However, the effectiveness of this type of exercise in glycemic control (HbA1c) and lipid profile (HDL, LDL, total cholesterol, triglycerides) is still inconclusive. It is expected that future trials in this area have an appropriate sample power, randomization and allocation concealment, and standardized protocols. Moreover, it is important to ascertain the possible adverse effects and monitor long-term post-training outcomes.
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